Abstract
Introduction
Acne is a chronic inflammatory disease of the pilosebaceous units. 1 The primary and pathognomonic lesion of acne is microcomedone (a microscopic lesion invisible to the eye). Some microcomedones evolve into either a noninflammatory lesion (open or closed comedone), or an inflammatory lesion such as papule, pustule, or nodule. 2 Acne is classified as mild, moderate, or severe. Mild acne; some non-inflammatory lesions (comedones) are present, with a few inflammatory (papulo-pustular) lesions, no nodulocystic lesions. Moderate acne; non-inflammatory lesions predominate, with multiple inflammatory lesions evident: several to many comedones and papules/ pustules, and there may or may not be one small nodulocystic lesion. Severe acne; inflammatory lesions are more apparent, many comedones and papules/pustules, there may or may not be a few nodulocystic lesions. 3 The pathogenesis of acne is multifaceted, but four basic steps have been identified. These key elements are; follicular epidermal hyperproliferation, excess sebum production, inflammation, and the presence and activity of Propionibacterium acne. 4 Topical retinoid derivatives of vitamin-A have been used to treat acne for almost three decades. They are the most effective comedolytic agents for the treatment of acne vulgaris by normalizing or even increasing the desquamation Background and objective: Acne vulgaris is a common skin disorder. Combination therapy with topical retinoid and antibiotic is recognized as an effective treatment of acne vulgaris. The aim of this study was to compare the efficacy and tolerability of topical clindamycin solution as a monotherapy with the combination gel of clindamycin/adapalene for the treatment of mild to moderate acne of the face. Methods: This comparative therapeutic trial was conducted at the out patient department of Dermatology and Venereology at Rizgari Teaching Hospital in Erbil City from November 2008. Hundred patients with mild to moderate acne of the face were enrolled in the study and were divided in to two groups; group I (n=50); apply clindamycin phosphate solution 1%, and group II (n=50); apply a combination gel of clindamycin1% /adapalene 0.1%; once daily at night for 12 weeks. Results: Of 100 patients, 89 patients completed their treatment as per protocol, 45 patients in group I, and 44 patients in group II. At the end of the 12 weeks; the mean percent reductions of noninflammatory, inflammatory, and total lesion count were greater in group II than in group I. A significantly greater reduction of total (P = 0.008), and noninflammatory lesions (P = 0.002) were seen in group II than in group I. Both treatments were well tolerated, and few side effects were reported. Conclusion: This study demonstrates that the combination of topical clindamycin and adapalene is more effective than clindamycin solution alone, and provides faster benefit in treatment of mild to moderate acne. Keywords: Acne vulgaris, clindamycin solution, clindamycin/adapalene gel. process, thereby decreasing the formation and the number of microcomedones. They also promote the clearing of preexisting comedones and decrease in papulopustular lesions. In addition, they have a marked anti-inflammatory effect by inhibiting the activity of leukocytes, the release of pro-inflammatory cytokines and other mediators, and the expression of transcription factors and toll-like receptors involved in immunomodulation. They also help penetration of other active agents. Tretinoin, which is the active form of a metabolic product of vitamin A, was the only available topical retinoid until recently. However, its use has been limited by local irritation after initiation of therapy. This side effect is a minimal problem with the third generation topical retinoid, such as adapalane. 5 Propionibacterium acne, an anaerobic diphtheroid, is a normal skin resident and the principal component of the microbic flora of the pilosebaceous follicle. 6 Topical antibiotics act predominantly antimicrobially, reducing follicular microbial colonization. They also demonstrate antiinflammatory activity by suppressing chemotaxis. Although P. acne is sensitive to a range of antibiotic, the therapeutic value of individual antibiotics is dependent upon the degree to which these compounds are soluble in the lipid-rich environment within acne vulgaris lesions. Clindamycin is the more lipophilic of these antibiotics. 7 Clindamycin phosphate applied topically penetrates to a very great extent into open comedones and thus produces a high percentage of sterile comedones. 8 The combination of a topical antibiotic with a topical retinoid is a rational choice because of their distinct, complementary and additive mechanism of action. 9 Acne is a common skin disease in the Department of Dermatology at Rizgari Teaching Hospital. However, no previous study has been conducted comparing the efficacy and tolerability of topical clindamycin with adapalene in the treatment of acne. Therefore, we conducted this study to compare the efficacy and tolerability of topical clindamycin solution as a monotherapy with the combination gel of clindamycin/ adapalene for the treatment of mild to moderate acne of the face.
Methods
This comparative therapeutic trial was conducted at the outpatient Department of Dermatology and Venereology at Rizgari Teaching Hospital in Erbil City from November 2008. The study compared the efficacy and tolerability of topical clindamycin phosphate solution (1%) as a monotherapy with the combination gel of (clindamycin phosphate1% /adapalene phosphate 0.1%) in the treatment of mild to moderate acne confined to the face. Hundred patients with mild to moderate acne of the face were enrolled in the study. All patients provided their informed consent prior to entering the study. The study was approved by the Ethics Committee of the College of Medicine of Hawler Medical University. The diagnosis in each case was based on the clinical ground. Both sexes and different ages (76 females and 24 males, aged 10 to 36 years) were included in the study. Pregnant and lactating females were excluded from the study as well as those with known hypersensitivity or previous allergic reaction to any of the active components of the study medication, females with hyperandrogenism states, patients who concurrently or concomitantly used photosensitizers and/or medications reported to cause or exacerbate acne (e.g. steroid acne), and patients taking systemic antibiotic or retinoid for the last two months or using topical treatments of acne for the last two weeks, were also excluded.
Examination;
Each patient was examined thoroughly for the types of acne lesions; -Non-inflammatory lesions (NIL); comedones (closed and open).
-Inflammatory lesions (IL); papules, pustules, and nodules. The lesions on the face were counted and a grading for each patient was carried out according to the Evaluator's Global Severity Scale 3 (Table 1 ). 
Methods of treatment;
Hundred patients with mild to moderate acne of the face were included in the study and divided into two groups; Group I; Fifty patients were instructed to apply a thin layer of clindamycin phosphate solution 1% over the entire face once daily at night from baseline through week 12. Group II; Fifty patients were instructed to apply a thin layer of a combination gel of clindamycin phosphate 1%/adapalene phosphate 0.1% over the entire face once daily at night from baseline through week 12. All the patients were instructed to wash their face before application of the treatment, using mild soap. respectively, while in group I the results were 65.24%, 61.51%, and 66.36%, respectively. The differences in the response of TLC to both treatments were observed as early as week 4 of the study (Figure 1 ). At the end of the 12 weeks; a significantly greater reduction of TLC (P=0.008), and NIL (P=0.002) were seen in group II than in group I. In the respect of TLC improvement, of the 44 patients in group II, excellent results reported in 34 patients, good in six, fair in one, and poor in three patients, while of the 45 patients in group I, excellent result reported only in 19 patients, good in16, fair in five, and poor in another five patients. In the respect of 
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NIL improvement, of the 44 patients in group II; excellent results reported in 35 patients, good in five, fair in two, and poor in another two patients, while of the 45 patients in group I, excellent result reported only in 18 patients, good in16, fair in six, and poor in five patients. Figure 2 and Figure 3 clarify the statistically significant difference between the two treatment groups in the respect of TLC and NIL reduction respectively. Both therapies were well tolerated. Although the worst scores for erythema (P <0.001), and scaling (P <0.001) were higher in the combination group than in the clindamycin group as shown in Figure 4 . 
Discussion
The results obtained from the present study demonstrated that the combination gel of clindamycin phosphate 1% /adapalene phosphate 0.1% is more effective than clindamycin phosphate 1% solution alone for the treatment of mild to moderate type of acne vulgaris. In the present study the mean percent reduction of NIL, IL, and TLC were greater in group II than in group I; the results were 80.75% versus 65.24% for NLL, 65.43% versus 61.51% for IL, and 79.07% versus 66.36% for TLC. These results were comparable with that obtained from a multicenter, randomized, investigator-blind study conducted by Wolf et al in 2003, 10 who investigated the efficacy and tolerability of adapalene gel 0.1% plus clindamycin phosphate lotion 1%, compared with clindamycin plus vehicle for the treatment of mild to moderate acne vulgaris. The study revealed a greater mean percent reduction of NIL, IL, and TLC in clindamycin plus adapalene group than in the clindamycin plus vehicle group. The results were; 42.5% versus 16.3% for NIL, 55.0% versus 44.2% for IL, and 46.7% versus 25.5% for total lesion count (TLC). The present study revealed a statistically significant reduction of TLC (P = 0.008) and NIL (P = 0.002) from the baseline in group II than in group I (due to the comedolytic activity of adapalene in the combination gel). These two findings were compatible with the findings obtained from a previous study, 10 which revealed a significantly greater reduction of total (P <0.001), and non-inflammatory lesions (P <0.001) in clindamycin plus adapalene group than in the clindamycin plus vehicle group at week 12. The findings in the present study were also comparable with the findings obtained from a 2-phase, 24-week, multicenter, randomized, investigator-blind study performed by Zhang et al in 2004, which evaluated the efficacy and safety of adapalene 0.1% gel plus clindamycin topical 1% solution versus clindamycin topical 1% solution alone during the initial 12-week phase of treatment, and revealed a statistically significant greater reduction in total lesion counts from week four until week 12, and from week eight on for non-inflammatory lesion count (P <0.05) for the combination therapy compared with monotherapy. 11 In respect of the TLC improvement, the present study revealed that the combination gel was 1.19 times more effective than clindamycin solution. It reduced TLC by as high as (79.07%), which was comparable with the results obtained from a single-blinded, randomized clinical trial done in Iran by Nilfroushzadeh et al in 2009. 12 The study compared the efficacy of clindamycin lotion 1% versus combination therapy of 1% clindamycin
Conclusion
This study demonstrates that the combination of topical clindamycin and adapalene is more effective than clindamycin solution alone, and provides faster benefit in treatment of mild to moderate acne.
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